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This intemational preliminary examination report has been prepared by this Intemational Preliminary Examining Authority 
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This REPORT consists of a total of 5 sheets, including this cover sheet. 

I X I This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have 

been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of 11 sheet(s). 
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Basis of the report 



X the claims, 



I I the drawings. 



filed with the demand 
received on with the letter of 



With regard to the elements of the international application:* 
I I the international application as originally filed. 

the description, pages 1, 2, 4-66, as originally filed, 
pages , filed with the demand, 

pages 3, received on 23 March 2001 with the letter of 23 March 2001 
pages 68, 70-77 , as originally filed, 

pages , as amended (together with any statement) under Article 19, 
pages , filed with the demand, 

pages 67, 69, 79-82, 84, 85 received on 23 March 2001 with the letter of 23 March 2001 
page 78 received on 9 May 2001 with the letter of 9 May 2001 
pages 83 received on 15 May 2001 with the letter of 15 May 2001 
pages , as originally filed, 

pages , filed with the demand, 
pages , received on with the letter of 
I I the sequence listing part of the description: 

pages , as originally filed 
pages 
pages 

With regard to the language, all the elements marked above were available or furnished to this Authority in the language in 

which the international application was filed, unless otherwise indicated imder this item. 

These elements were available or furnished to this Authority in the following language which is: 

I I language of a translation fumished for the purposes of international search (under Rule 23. 1(b)). 

I I the language of publication of the international appUcation (under Rule 48.3(b)). 

I I language of the translation fumished for the purposes of international preliminary examination (under Rules 55 2 

and/or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the intemational apphcation, the international 
preliminary examination was carried out on the basis of the sequence listing: 
I I contained in the intemational application in written form. 

I I filed together with the intemational application in computer readable form. 

I I fumished subsequently to this Authority in written form. 

I I furnished subsequendy to this Authority in computer readable form. 

I I statement that the subsequently fumished written sequence listing does not go beyond the disclosure in the 
intemational application as filed has been fumished. 

□ The Statement that the information recorded in computer readable form is identical to the written sequence listing has 
been fumished 

I I The amendments have resulted in the cancellation of: 

I I the description, pages 

I I the claims, Nos. 

I I the drawings, sheets/fig. 

I I ^^^s report has been established as if (some of) the amendments had not been made, since they have been considered to 
go beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 



Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in this 
report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70 J 6 and 70.17). 

Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report 
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III. Non-establishment of opinion with regard t novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be nonobvious), or to be 

industrially applicable have not been examined in respect of: 

I I the entire international application, 

fx] claims Nos: 1-16 (part) and 23-31 (part). 

because: 

I I the said international application, or the said claims Nos. relate to the following subject matter which does not 
require an international preliminary examination (specify): 



I I the description, claims or drawings (indicate particular elements below) or said claims Nos. are so unclear that 
no meaningful opinion could be formed (specify): 



I I the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

[x] no international search report has been established for said claim Nos. 1-6 (part) and 23-31 (part). 

A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino 
acid sequence listing to comply with the standard provided for in Annex C of the Administrative Instructions: 

I I the written form has not been furnished or does not comply with the standard. 

I I the computer readable form has not been furnished or does not con:q)ly with the standard. 
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Reasoned statement under Article 35(2) with regard to novelty, inventive step r industrial applicability; citations 
and explanations supporting such statement 



1 . Statement 

Novelty (N) Claims 1-23,25,27-31 YES 

Claims 24,26 NO 

Inventive step (IS) Claims 1-23,25,27-31 YES 

Claims 24, 26 NO 

Industrial applicability (lA) Claims 1-31 YES 

Claims NO 



Citations and explanations (Rule 70.7) 

Dl WO 90/01874 

(Relevant to claims 1, 2, 3, 5, 6, 8, 10-13, 15, 16 and 21-25). 
D2 Patent Abstract of Japan, JP 808 1 3 14 A; See abstract. 

(Relevant to claims 1, 2, 3, 5, 8, 10 1 1, 15, 16, 21, 24 and 25). 
D3 Patent Abstract of Japan, JP 5-3201 17 A; See abstract. 

(Relevant to claims 1, 2, 5, 6, 8, 10, 1 1, 15, 16, 24 and 25). 
D4 US 4472416 

(Relevant of claims 1, 3, 8-13, 15, 16, 23-25). 
D5 EP 290906 

(Relevant to claims 1, 3, 8, 10-13, 15, 16, 23-25). 
D6 J. Med. Chem., Vol. 38 (7), 1995 pages 1 1 19-1 131; See compound 65, table 2, page 1 12 

(Relevant to claims 24-26 

D7 Indian Journal of Chemistry, Vol. 15 (8), 1977 pages 715-719; See compound 14, table 1 page 717 

(Relevant to claims 24-26 
D8 J. Med. Chem., Vol. 39 (1), 1996 pages 237-245; See compounds 10a and 10b, page 239 

(Relevant to claims 24-26 



Continued in Supplemental Box. 
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(To be used when the space in any of the preceding boxes is not sufficient) 



Continuation of V 



Novelty (N): Inventive Step (IS). 

The amended claims are considered in the groupings (a) and (b) below: 

(a) The oxime ethers and their pharmaceutical applications of claim 1-23, 25 and 27-3 1 , 

(b) The oximes and their pharmaceutical applications of claims 24 and 26. 

With respect to group (a) claims, the compounds of citations of citation Dl to D3 are now excluded by proviso. The 
compounds of citations D4 and D5 are excluded because the "alk" link of the claimed compounds appears to exclude 
the substituted forms of this prior art. Finally, the compounds of citations D6 to D8 are excluded as these claims define 
oxime ethers instead of the oximes of this prior art. 

Accordingly, these claims of group (a) are novel. 

Whilst the prior art of citations D6 to D8 does suggest possible pharmaceutical uses for the oximes, the specific nature 
of these disclosures would not seem to lead a skilled person to verify similar activities in the modified oxime ether 
forms of these claims. 

Accordingly, the claims of group (a) also involve an inventive step. 

With respect to group (b) claims, claim 24 includes the oximes disclosed in citation D6 to D8. Also, this prior art 
indicates possible pharmaceutical uses for these oximes. 



Accordingly, claim 24 and the associated pharmaceutical compositions of claim 26 are not novel and lack an inventive 
step in light of citations D6 to D8. 
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A is O, S, NH, N(Ci^alkyl), CH2O, a bond or a bivalent heterocyclic radical of the formula 

(CH2)m- 



N 



(CH2)r 
(CH2)m 



N 



// 

(CH2)n — 



R"* (b-2). 



(CH2)„, 
N Z 



(b-1) 



/ 



(CH2),rHl— 
N Z' 

(CH2)n — 05^) 

1 0 ^ere one or more of the carbon atoms within the radicals (b-I) to (b-4) may 

be optionally substituted with Ci^allgrl or two carbon atoms in the radicals 
(b-1) to (b-4) may be bridged with a C2.4al]Qrlene radical, m and n are each 
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CLAIMS: 



1 . A compound of formula I 



Het-A-Alk.W.Ar-C(X2)=NO-Xl I 
its salts, and phamiaceutically acceptable derivatives thereof where 



Het is an optionally substituted 5- or 6-membered monocyclic heterocyclic radical or an 
optionally substituted 9- or 10-membered bicyclic heterocyclic radical; 

A is O, S, NH, N(Ci-6alkyl), CH2O, a bond or a bivalent heterocyclic radical of the 
formula 




(b-1) 



(b-2). 



(b-3), or 
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X' is Ci^ alkyl, Ca^ alkenyl, C3-6 haloalkenyl, C3-6 alkynyl, C^^ haloalkynyl or Ci-e alkyl 
substituted by halo, cyano, nitro, hydroxy, aryl, Ci^ alkoxy, C2-6 alkoxyalkoxy, acyl or Cm 
alkylthio; and 

is hydrogen, cyano, F, CI, Cm alkyl, Cm haloalkyl or a bivalent radical of formula 
-(CH2)2-, -(CH2)3-, -CH2O- or -<CH2)20- which forms a 5- or 6-membered ring with a 
neighbouring carbon atom of Ar. 

2. A compound according to claim 1 wherein Het is a radical selected from: 



N-N 




(a-1) 




N N 



(a-2) 




R 



(a-3) 




(a-4) 




(a-5) 
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is hydrogen, cyano. C^alkyl, Ci^haloalkyl or is -CH2CH2- or -CH^CHjCHj- 
forming a 5- or 6-membered ring with a carbon atom on the phenyl ring. 

22- A compound of formula I as described in any one of Tables 1 to 8. 

5 

23. A compound of formula VII: 



H A Alk W Ar C 



N O 



VII 



10 where A, Alk, W, Ar and X are as defined in claim 1, and X isX or an oxime protecting 
group. 

24. A compoimd of formiila EX 

15 Het-A-Alk-W-Ar-C(=NOH)X2 X 

where Het, A, Alk, W, Ar and X^ are as defined in claim 1 . 

25. A composition comprising a compoimd of formula I according to claim 1 together 
20 with a pharmaceutically acceptable C2irrier. 

26. A composition according to claim 24 which is a pharmaceutical composition. 

27. A composition according to claim 24 further including a known anti-viral or anti- 
25 retroviral agent or other pharmaceutical used in the treatment of viral infections. 

28. A method for the treatment or prophylaxis of a picomavirus infection in a manunal 
including the step of administering an effective amount of a compoimd of formula I as 
claimed in claim 1 . 
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29. A method of claim 27 wherein the picomaviral infection is caused by one or more 
serotypes of rhinovirus. 

30. Use of a compound of formula I in the manufacture of a medicament for the 
treatment or prophylaxis of picomavirus infection in mammals. 

3 1 . Use according to claim 30 wherein the picomavirus infection is one caused by one 
or more of the serotypes of rhinovirus. 
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Box 1 Observations where certain claims were found unsearchable (Continuati n of item 2 of first sheet) 

This inteinational search report has not been established in respect of certain claims under Article 17(2)(a) for the following 
reasons: 

1- Q Claims Nos,: 

because they relate to subject matter not required to be searched by this Authority, namely: 



Claims Nos.: 1-16 and 23-31 

because they relate to parts of the international appUcation that do not comply with the prescribed requirements 
to such an extent that no meaningful international search can be carried out, specifically: 

A complete search could not be carried out for economic reasons. The search has therefore been earned out largely 
on the basis of the specific examples. 



3. Q Claims Nos.: 



because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 
6.4(a) 



Box II Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 



This International Searching Authority found multiple inventions in this international application, as follows: 



I I As all required additional search fees were timely paid by the applicant this international search report covers 
all searchable claims 

I I As all searchable claims could be searched without efifort justiiying an additional fee. this Authority did not 
invite payment of any additional fee, 

I I As only some of the required additional search fees were timely paid by the applicant, this international search 
report covers only those claims for which fees were paid, specifically claims Nos.: 



I I No required additional search fees were timely paid by the applicant. Consequently, this international search 
report is restricted to the invention first mentioned in the claims: it is covered bv claims Nos.: 



Remark on Protest | | The additional search fees were accompanied by the applicant's protest. 

I I No protest accompanied the payment of additional search fees. 
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